Introduction
Osteosarcoma, mainly originated from primitive malignant mesenchymal cells in bone, 1 is the most common primary malignant bone tumor, typically affecting adolescents under 24 years of age with an estimated incidence of 0.34/100,000 per year. 2 The metaphyses of long bones are the primary sites of most osteosarcomas, including distal femur, proximal humerus, and proximal tibia, with approximately 10% of osteosarcomas derived from the axial skeleton. 3 Local swelling, pain, and restricted joint movement are the most common symptoms. Before the 1970s, amputation was still the main therapeutic measure for high-grade osteosarcoma because of the lack of adjuvant chemotherapy, the prognostic variables of osteosarcoma can provide more assistance to guide therapeutic intervention, which contributes to prolonging survival and enhancing quality of life.
Although previous studies focused on prognostic factors for osteosarcoma patients, including tumor size, response to chemotherapy, recurrence, and metastasis, [9] [10] [11] these variables only served as a single index to evaluate prognosis, which limited their impact on a precise individualized survival prediction of osteosarcoma patients. Considering the limitation of the single factor, we sought to develop a novel prognostic model. In the present study, we constructed a nomogram, an efficient prognostic tool, to more precisely estimate an individual patient's survival more precisely by integrating all prognostic factors for osteosarcoma patients. A prognostic nomogram is an ocular and effective tool based on statistical regression models. 12 It can provide a graphic calculating scales method that can be used to estimate the probability of patient survival. 13 A nomogram can improve the predictive accuracy of individual prognosis because of its strong robustness and better predictive accuracy. [12] [13] [14] The Surveillance, Epidemiology, and End Results (SEER) dataset between 1983 and 2014 provided clinical information of osteosarcoma patients that allowed detailed analyses of survival of osteosarcoma. This cancer database covers approximately 30% of the overall US population. 12 It is composed of 18 registries that contain clinical information on patients with tumors in the US. 12 The purpose of current study was to construct effective prognostic nomograms to predict 3-and 5-year overall survival (OS) and cancer-specific survival (CSS) rates for osteosarcoma patients.
Patients and methods

Patient eligibility and variables
We identified all osteosarcoma patients listed in the SEER database, which collects anonymized clinical data from population-based cancer registries. Use of these clinical data does not require patients' informed consent since no caseidentifying information is provided. 15 No ethics approval was sought for this study as the data used were from the publicly available, de-identified SEER database. 16 All procedures were performed in accordance with the Helsinki Declaration (1964) and its later amendments or comparable ethical standards. 16 SEER*Stat software (version 8.3.5; NCI, Bethesda, MD, USA) was used to acquire patient information.
The inclusion criteria for osteosarcoma patients in the present study were as follows: Clinicopathological features including patient age, gender, histology, surgical stage, tumor size, tumor site, grade, marital status, race, use of surgery, and survival time were collected. The anatomic location of osteosarcoma was categorized as extremity (long or short bones of the upper or lower extremities) or axial (skull, pelvis, spine, or ribs). Lowgrade tumors contained well-and moderately differentiated grades (ICD-O-3 Grades 1 and 2), and high-grade tumors contained poorly or undifferentiated grades (ICD-O-3 Grades 3 and 4). Cutoff values of age of diagnosis and tumor size were determined via X-tile software (Yale University, New Haven, CT, USA), which was previously shown to determine best cut-points of tumor variables. 17 The optimal cutoff values of tumor size were categorized as small (<2.9 cm), intermediate (2.9-10.0 cm), and large (>10.0 cm) ( Figure  1 ). The optimal age cutoffs were 25 and 51 years ( Figure  1 ), so patients were categorized into three age groups (0-24 years, 25-51 years, or >51 years). According to American Joint Committee on Cancer (AJCC) staging system for bone sarcomas, surgical stage was categorized as localized, regional, or distant. 18 Patients coded with "localized" disease were classified as disease confined to the periosteum, while those with "regional" disease had tumor extending beyond the periosteum but without distant metastasis. Patients with missing surgical stage data were excluded. Surgical resection was categorized as yes or no; data on the type of resection (eg, wide, marginal, or intralesional) could not be obtained from the SEER database. Race was categorized as white, black, or other (American Indian/Alaskan Native, Asian/ Pacific Islander). In terms of chemotherapy and radiation, "No/Unknown" was used in the updated SEER dataset as a single option, impacting data completeness. These patients 
statistical analysis
Based on the abovementioned inclusion and exclusion criteria, osteosarcoma patients were randomly divided into a training cohort (n=1,098) or validation cohort (n=1,097) to construct and validate nomograms. Chi-squared tests were used to compare clinical characteristics between the cohorts.
Continuous and categorical variables are presented as the number of osteosarcoma patients with respective percentages. X-tile software was applied to calculate cutoff values for tumor size and age of diagnosis based on OS information (Figure 1 ). The prognostic factors (age at diagnosis, gender, primary site, tumor size, histology, surgical stage, grade, marital status, race, use of surgery, etc) were further evaluated via univariate and multivariate Cox proportional hazards regression analyses. Hazard ratios and corresponding 95% CI of variables were also calculated. OS and CSS were the two primary endpoints. Survival times were calculated from the date of disease diagnosis to the date of death from any disease cause (OS) or death from osteosarcoma (CSS). Prognostic nomograms for 3-and 5-year OS and 3-and 5-year CSS were constructed according to the univariate and multivariate Cox analyses. Internal and external validations of the prognostic nomogram were performed. Harrell's concordance-index (C-index) was applied to evaluate prognostic nomogram performance. This C-index was a useful evaluation value similar to calculating the area under the receiver operating characteristic curve. 19 C-indices range from 0.5 to 1.0, indicating total chance and perfect matching, respectively. 20 Calibration curves were constructed to compare consistency between predicted and observed survival. Chi-squared tests and univariate and multivariate Cox analyses were performed with SPSS 22.0 software (IBM Corp, Armonk, NY, USA). rms Package in R software (version 3.3.1) was used to construct and validate prognostic nomograms. Differences were considered significant at two-sided P<0.05.
Results
Patient baseline characteristics
The SEER database contained 2,195 osteosarcoma patients between 1983 and 2014, including 1,098 patients in the training cohort and 1,097 patients in the validation cohort. The training cohort was used to construct and internally validate the nomogram, and the validation cohort was used for external validation. In the training cohort, 363 patients died from 
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Zheng et al osteosarcoma, and 32 patients died from other causes. In the validation cohort, 356 patients died from osteosarcoma, and 37 patients died from other causes. The osteosarcoma patients' characteristics are listed in Table 1 . Of these patients, 981 (44.7%) patients were females and 1,214 (55.3%) patients were males. The most common primary location of these osteosarcoma patients was an extremity (80.8%), and 19.2% had a primary axial site. With regard to tumor stage, regional disease (48.0%) was most frequent, followed by localized disease (32.8%) and distant 
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Prognostic nomogram to predict osteosarcoma survival disease (19.1%). In both cohorts, the majority of patients were children or adolescents (<25 years; 63.2%). Most tumors were <8.9 cm (51.8%). Most of the patients in our study had received surgical treatment (91.4%). There were no significant differences between the training and validation cohorts.
Prognostic factors for OS and CSS
In the training cohort, data from 1,098 osteosarcoma patients were included in univariate and multivariate analyses to identify independent prognostic factors for OS and CSS. As is shown in Tables 2 and 3 , gender, age at diagnosis, tumor site, histol- 
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Zheng et al ogy, tumor size, tumor stage, use of surgery, tumor grade, and marital status were significantly associated with OS and CSS in the univariate analysis. These nine factors were further selected to conduct the multivariate Cox analysis in order to control for confounding variables. The multivariate Cox analysis revealed that seven factors including age at diagnosis, tumor site, histology, tumor size, tumor stage, use of surgery, and tumor grade were independent prognostic factors for OS and CSS. 
Construction and validation of the OS and Css nomograms
The significant independent factors of age at diagnosis, tumor site, histology, tumor size, tumor stage, use of surgery, and tumor grade were incorporated to create the prognostic nomograms for estimating the 3-and 5-year OS and CSS of osteosarcoma patients (Figure 2 ). The nomogram gives every prognostic variable a score on the point scale (Table 4) . By adding up these scores to the total on the bottom scale, the 3-and 5-year OS and CSS of osteosarcoma patients can be predicted.
Prognostic nomogram validation was conducted both internally and externally (Figure 3 In summary, we constructed and validated the nomogram to estimate 3-and 5-year OS and CSS for osteosarcoma patients. Based on an individual osteosarcoma patient's prognostic factors, we can obtain a score associated with each prognostic factor on the nomogram point scale and calculate the total score. We can then evaluate 3-and 5-year survival probability by projecting the total points to the total score scale of the nomogram. As an example, an 18-year-old patient was diagnosed with an axial chondroblastic osteosarcoma with a primary tumor size of 10.0 cm that was high grade. This patient was found to have regional disease and underwent surgery. According to our nomograms, the patient has 12.1 and 11.7 points in OS and CSS, respectively. The 3-year OS and CSS rates of this osteosarcoma were 0.72 and 0.69, respectively, while the corresponding 5-year rates were 0.62 and 0.62.
Discussion
Multiple prognostic factors can affect osteosarcoma patient survival, but previous studies did not integrate overall prognostic factors. A single prognostic index may impose limitations on estimating an individual patient's survival prognosis. The nomogram is a common statistical tool that can provide satisfactory accuracy and robustness to precisely predict an individual patient's survival probability. 21 Kim et al constructed a prognostic nomogram for nonmetastatic osteosarcoma patients that could estimate and predict metastasis risk better than the AJCC staging system or tumor necrosis rate alone. 22 Xia et al also devised a nomogram to further predict the survival of osteosarcoma patients after surgical resection. 23 However, these studies were designed without validation, so their results might not be relevant in other populations due to potential bias. Kim et al developed a high-performance nomogram to predict the probability of metastasis in Enneking stage IIB extremity osteosarcoma using the medical records of 91 patients who had undergone surgery. 24 However, the small sample size was a significant limiting factor, and the generalizability of this nomogram should be validated in larger populations. In the present study, we constructed convenient and comprehensive prognostic nomograms using data from 2,195 osteosarcoma cases in the SEER dataset, which allowed us to calculate 3-and 5-year OS and CSS rates for osteosarcoma patients.
To accurately select the prognostic factors, we performed univariate log-rank and multivariate Cox analysis to identify independent prognostic factors. The results showed that age at diagnosis, tumor site, histology, tumor size, tumor stage, use of surgery, and tumor grade are independent prognostic factors for the survival of patients with osteosarcoma. In the current study, within the period from 1984 to 2014, year of diagnosis was not found to be independently associated with OS or CSS. One possible explanation is that progress made in clinical information has not been as successful for osteosarcoma. Similar approach has been taken in previous investigations. 25, 26 In previous studies, increasing patient 
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Prognostic nomogram to predict osteosarcoma survival age was associated with a statistically significant decrease in the survival prognosis of osteosarcoma patients. [26] [27] [28] Ek et al reported that osteosarcoma patients older than 40 had worse survival outcomes. 29 Similarly, we identified increasing patient age as an independent negative prognostic factor for osteosarcoma patients. Our analysis used X-tile software to stratify the data of age based on status and survival time.
It identifies the best cut-points of variables and was initially 
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Zheng et al applied in breast malignancy. We determined that the optimal age cut-points of osteosarcoma patients were 25 and 51 years. Tumor size was also one of the key measures of survival prognosis of osteosarcoma patients. Several previous studies reported that patients with larger tumors had a poorer prognosis and decreased survival rate. 10, 30, 31 We also identified larger tumor size as an independent prognostic factor of shorter survival. To obtain the best cut-points for tumor size, we again used X-tile software for data stratification. The results showed that 8.9 and 13.9 cm were the optimal cutoff values. We also observed that adequate use of limb salvage surgery had a significant effect on osteosarcoma patient survival outcomes. Previous studies reported similar results. 9, 28, 32 In a previous study, the tumor site and stage were reported as the most significant prognostic factors for osteosarcoma patients. 32 These tumors appear mostly in the metaphyses of long bones, with approximately 10% of osteosarcomas occurring in the axial skeleton. 33 Seker et al reported that osteosarcoma patients with extremity primary tumors have better survival prognoses than those with non-extremity tumors. 32 Other groups also found that an axial primary site of osteosarcoma was associated with considerably worse survival outcomes. [33] [34] [35] The present study also demonstrated that tumor site influences the survival of osteosarcoma patients. With regard to the tumor stage at diagnosis, several groups reported that osteosarcoma patients with metastases have a significantly worse survival prognosis. 1, 10, 36, 37 Patients with metastases may have better relative outcomes if they had only lung metastases and underwent curative metastasectomy. 8 Consistent with these findings, we showed that osteosarcoma patients with distant metastases had a higher risk of death. We also identified tumor grade and histology as independent prognostic for osteosarcoma patients, which is in line with previous studies. 38 , 39 Jawad et al 26 demonstrated that Paget's osteosarcoma had significantly worse prognosis compared with all other histological subtypes. Their analysis of different histological subtypes confirmed the results reported by Damron et al. 40 Jawad et al 26 also reported that fibroblastic osteosarcoma had significantly better prognosis compared with conventional osteosarcoma, which was similar to our results.
By integrating the abovementioned independent prognostic factors, we created prognostic nomograms that offer an effective and functional method to estimate 3-and 5-year OS and CSS for osteosarcoma patients. These nomograms can improve the accuracy of predicting individual survival outcomes of osteosarcoma patients at certain time points.
Although the prognostic nomograms in the present study showed good predictive ability, there are some limitations which should be taken into consideration. First, the data on radiotherapy and chemotherapy were limited in the SEER database, which might have led to incompleteness of several meaningful clinicopathological parameters and caused other relevant bias. For this reason, chemotherapy or radiation use was not incorporated in our study. Second, since our study was retrospective, it is inevitable that certain patient data were missing. This might have decreased the number of eligible cases. Third, our findings will be more reliable if the nomogram model is externally validated using another independent, large-scale dataset; this would verify whether our results are universally applicable. Despite these limitations, our prognostic nomogram is a significant and effective model for accurately predicting the individual survival outcomes of osteosarcoma patients.
Conclusion
The present study identified age at diagnosis, tumor site, histology, tumor size, tumor stage, use of surgery, and tumor grade as independent prognostic variables for both the OS and CSS rates of osteosarcoma patients. These independent prognostic variables were integrated to build a nomogram prognosis evaluation model for osteosarcoma patients. These offer a more reliable and accurate prediction of osteosarcoma patient survival. Utilizing our nomogram, the 3-and 5-year OS and CSS rates for osteosarcoma patients can be estimated, enabling surgeons to assess personalized survival probability and identify mortality risk.
